Context: Affective and anxiety disorders in early adulthood are associated with internalizing and externalizing disorders in childhood. Previous studies have not examined whether the risk associated with childhood psychological ill health persists for midlife psychological health.
F
OR SOME INDIVIDUALS, PSYchological disorders begin in early life, 1 and there is a broad developmental chronology for the onset of disorder with early childhood being associated with anxiety, middle childhood with externalizing disorders, and adolescence with affective disorders. 2 Most individuals with psychological ill health in childhood do not go on to develop ill health in adulthood, [2] [3] [4] [5] but for some individuals, psychological ill health recurs or persists into adulthood.
There is increasing evidence that affective and anxiety disorders in early adulthood are associated with both internalizing and externalizing problems in childhood. Homotypic continuity, the same diagnosis at different time points, 6 has been demonstrated between internalizing disorders in childhood and early adulthood for both sexes. 3, [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] Heterotypic continuity, a different diagnosis at different time points, 6 has also been demonstrated between externalizing disorders in childhood and affective and anxiety disorders in early adulthood. 14, [16] [17] [18] [19] [20] Despite a sex difference in the prevalence of externalizing disorders in childhood, the strength of association between childhood and early adulthood disorders does not differ by sex. 4, 20 However, age at onset may influence the association between childhood and early adulthood disorder. 21 Affective and anxi-ety disorders in early adulthood are associated with childand adolescent-onset externalizing disorder 14 and adolescent-onset internalizing disorder 10, 12, 17, 22 but not with childonset internalizing disorder. 8, 11 Whether age at onset in childhood is differentially associated with affective and anxiety disorders in later adulthood remains unknown.
Few studies have examined whether the risk associated with childhood psychological ill health persists into later adulthood, principally because of the lack of prospective data over long periods. Moderate associations between psychological ill health in midlife and internalizing and externalizing problems in childhood have been found, [23] [24] [25] [26] [27] [28] [29] [30] [31] but studies have not examined whether stronger associations exist for homotypic compared with heterotypic disorders. Data are limited on the role of sex, with one study demonstrating an association between externalizing disorder in childhood and adulthood psychological health for men and women 26 and another demonstrating an association only for women. 27, 28 Studies of affective and anxiety disorders in adulthood indicate a high recurrence rate, ranging from 50% to 95%. [32] [33] [34] [35] Given the episodic and, at times, chronic nature of affective disorders in adulthood, midlife disorder is likely to be more strongly associated with psychological ill health in early adulthood than with more distal childhood measures. While previous studies have demonstrated associations between childhood and midlife psychological health, they have not established whether childhood psychological health is independently associated with midlife disorder after taking into account the association between childhood and early adulthood health. Childhood psychological ill health could be an important distal factor in midlife disorder, having an independent direct effect. Early adulthood psychological ill health may also moderate the effect of childhood health on risk for midlife affective and anxiety disorder.
This article examines associations between childhood and early adulthood psychological ill health and diagnoses for affective and anxiety disorder in midlife at age 45 years. Five questions are addressed. Do childhood internalizing disorders show stronger associations with early adulthood psychological ill health and midlife affective and anxiety disorders than childhood externalizing disorders? Does age at onset contribute to variations in the associations between childhood psychological ill health and midlife disorder? Is childhood psychological ill health independently associated with midlife affective and anxiety disorders, after taking into account early adulthood psychological ill health? Does early adulthood psychological ill health moderate the effect of childhood psychological ill health on midlife affective and anxiety disorders? Are there sex differences in these associations? These questions were examined using prospective data from assessments over a 45-year period.
METHODS

SAMPLE
Data were from the 1958 British Birth Cohort, a study of 98% of births in England, Scotland, and Wales during 1 week in March 1958 (n=17 416). Information was obtained from parents and schools at ages 7, 11, and 16 years and by participant interviews at ages 7, 11, 16, 23, 33 , and 42 years. Analyses are based on 9377 participants who took part in a biomedical survey when aged 45 years (2002-2004) 36 ; the response rate was 78% (invited n=12 069), representing 54% of the surviving population. Ethical approval for the survey was given by the South East MultiCentre Research Ethics Committee.
ASSESSMENT Adulthood Measures of Mental Health
Midlife mental health at age 45 years was assessed using the Revised Clinical Interview Schedule (CIS-R), 37 administered by a trained research nurse using computer-assisted personal interviewing as part of a clinical examination in the participant's home. The CIS-R measures affective and anxiety disorders in the past week and enables diagnoses from the International Statistical Classification of Diseases, 10th Revision (ICD-10) for common mental disorders to be derived. The diagnoses examined here are any depressive episode (mild, moderate, severe); generalized anxiety disorder (GAD) only; and any GAD (a diagnosis of GAD or a comorbid diagnosis of GAD and depressive episode, agoraphobia, social phobia, or panic disorder), along with a derived measure comprising any of these diagnoses.
Psychological distress at ages 23, 33, and 42 years was measured using the Malaise Inventory, 38 which assesses 24 psychological and somatic symptoms (eg, Do you often feel miserable or depressed? Do you feel tired most of the time?). A score of 7 or higher indicates a high level of distress. 39 The validity of the inventory has been demonstrated in this population 39 : reliability for the scales was high in our sample (age 23 years: Cronbach ␣=.76, n=7910; age 33 years: Cronbach ␣=.79, n=8150; age 42 years: Cronbach ␣=.82, n=8954). A cumulative variable was derived to measure the chronicity of malaise in adulthood (0-3 reports) as, well as a dichotomous variable indicating any malaise in adulthood.
Childhood Measures of Mental Health
Internalizing and externalizing problems at ages 7 and 11 years were measured using the teacher-rated Bristol Social Adjustment Guides, comprising 146 items of behavior assessing 12 separate syndromes. 40 Two scales were formed by summing and square-root transforming the syndrome scores for unforthcomingness, withdrawal, depression, and miscellaneous symptoms for internalizing problems and anxiety for acceptance by adults and children, hostility toward adults and children, restlessness, and inconsequential behavior for externalizing problems. Reliable scales were derived for internalizing at age 7 years (Cronbach ␣=.72, n=8289), internalizing at age 11 years (Cronbach ␣=.69, n=8046), externalizing at age 7 years (Cronbach ␣=.70, n=8289), and externalizing at age 11 years (Cronbach ␣ = .73, n = 8047). For each scale, a score in the top 13% defined a case, the lowest 50% were not a case, and the remainder were borderline. 41 Internalizing problems and externalizing problems at age 16 years were measured using the teacher version of the Rutter scales. 42, 43 The scales demonstrate validity, reliability, and sensitivity in large populations. 43 Two scales were formed by summing and square-root transforming the items worries, solitary, miserable, fearful, and fussy for internalizing problems (Cronbach ␣=.66, n=7225) and destructive, fights, not much liked by other children, irritable, disobedient, lies, steals, resentful/ aggressive, and bullies for externalizing problems (Cronbach ␣=.88, n=7179). A score in the top 13% defined a case, the lowest 50% were not a case, and the remainder were borderline. A cumulative childhood disorder variable was derived from the 6 childhood measures of "caseness" for internalizing and externalizing to determine chronicity of ill health in childhood (0-4 or more reports in childhood). An onset variable was derived, indicating the sweep at which psychological distress was first reported.
Tenure
Housing tenure at age 7 years (owner/occupier, councilrented, or private-rented/other) and at age 45 years (owner/ occupier or council-rented/private-rented/other) was used to measure socioeconomic position. The broader classification for childhood reflects the differential social status of councilrented and private-rented in the mid 1960s, which is less well defined today.
SAMPLE ATTRITION
Like most longitudinal studies, the 1958 cohort is affected by loss to follow-up. Follow-up of the original sample in childhood was good with 89% of the original sample participating at age 7 years, 88% at age 11 years, and 84% at age 16 years. 36 In adulthood, retention rates fell-largely owing to contact being via home addresses rather than through schools-with 72% participating at age 23 years, 65% at age 33 years, and 66% at age 42 years. Complete CIS-R data were available for 9297 participants at age 45 years; that was 99% of the biomedical sample. To retain 9297 participants in the analyses, the missing data for the predictor variables were included in all analyses: eg, childhood variables were categorized as not a case, borderline, case, or missing data.
At age 45 years, nonparticipation was significantly predicted by internalizing or externalizing problems at age 7, 11, or 16 years and adulthood malaise (at age 23, 33, or 42 years), being male, and having rented tenure at age 7 or 33 years. To take account of sample attrition, we derived inverse probability weights [44] [45] [46] [47] [48] [49] [50] from a logistic regression predicting having complete CIS-R data, adjusting for the preceding variables and all significant interactions. Extreme weights were capped at the value of 4, resulting in 284 participants being given the maximum weight: capping at values up to 10 did not alter the results. All analyses in this article examining the CIS-R outcomes used this weight. Three further weights were derived for analysis of malaise at ages 23, 33, and 42 years as outcomes. The same regression model was used to predict participation at age 45 years, but predictors from the same or subsequent sweeps to the outcome were dropped from the model (eg, in analyses predicting malaise at age 33 years, variables measured at ages 33 and 42 years were dropped from the model).
STATISTICAL ANALYSIS
Initial trends of the prevalence of psychological ill health across the life course and sex were examined using univariate logistic regression analysis. A series of multivariate logistic regression analyses were conducted to examine associations between the individual childhood and adulthood measures of psychological health and the midlife affective and anxiety disorder diagnoses. Analyses were adjusted for household tenure at age 7 years for childhood or at age 45 years for adulthood models; tenure was significantly related to all the childhood and adulthood mental health measures. Interactions between each predictor and sex were included to test differences in the associations; analyses were stratified by sex if the interaction term was significant (PϽ.05) and adjusted for sex if not. Post hoc Wald tests were used to test whether risk for midlife diagnoses increased cumulatively with the number of childhood or adulthood problems reported. Data were analyzed using Stata version 8 (StataCorp, College Station, Tex).
RESULTS
CHILDHOOD AND ADULTHOOD HISTORY OF PSYCHOLOGICAL HEALTH
Ofthe9297participants,50%werefemale,78%werehome-owners, 84% were employed, and 71% were married/ remarried. Table 1 shows that in childhood, 41% of the sample had a report of internalizing or externalizing problems at least once: men were significantly more likely to have externalizing problems at age 7, 11, or 16 years and internalizing problems at age 7 or 11 years than women. At age 45 years, 6.5% of the sample had a diagnosis for affective or anxiety disorder. The most prevalent diagnosis was any GAD, and women had a significantly higher prevalence and risk for all of the diagnoses with the exception of GAD only. Just under half of the sample had no history of psychological ill health by age 45 years; this did not differ for men and women. Few respondents had a first report of psychological ill health at age 33 years or older (8.4%), indicating that childhood and early adulthood onset was most frequent with 41% of the sample having a report of psychological ill health by age 16 years, 45% by age 23 years, and 47% by age 33 years. Childhood onset was significantly higher for men than women at ages 7 and 11 years but not at age 16 years. Adulthood onset was significantly higher for women at ages 23, 33, and 42 years but not at age 45 years.
ASSOCIATIONS BETWEEN CHILDHOOD AND ADULTHOOD PSYCHOLOGICAL HEALTH
Most respondents with psychological ill health in childhood or adulthood did not have a psychiatric diagnosis at age 45 years (Table 1 and Table 2 ): only 8% (295/ 3652) with childhood ill health and 17% (337/2025) with adulthood ill health had a psychiatric diagnosis at age 45 years. However, compared with respondents with no diagnosis at age 45 years, a greater proportion of respondents with a diagnosis had earlier diagnoses for all of the childhood and adulthood measures: 56% experienced ill health in childhood and 56% in adulthood. Table 3 indicates that internalizing and externalizing problems at ages 7, 11, and 16 years were associated with 1.5 to 2 times the risk for adulthood psychological ill health; the strength of the association did not differ for early adulthood (age 23 years) compared with later adulthood (ages 33 and 42 years). Borderline reports of internalizing and externalizing problems were significantly associated with a 1.3-to 1.5-fold increase in risk for adulthood ill health. There were sex differences in the associations: internalizing problems at age 7 years and borderline internalizing problems at ages 7 and 11 years showed stronger associations with psychological ill health at age 23 years for women than men. No sex differences were observed between externalizing at ages 7, 11, and 16 years or internalizing at age 16 years and adulthood (REPRINTED) ARCH GEN PSYCHIATRY/ VOL 64, JUNE 2007 WWW.ARCHGENPSYCHIATRY.COM 670 psychological health. Finally, having 1, 2, or 3 or more problems in childhood was associated with increased risk of adulthood ill health compared with having no childhood problems; however, post hoc Wald tests indicated that the risk for distress did not increase significantly with each increase in the number of childhood problems with the exception of malaise at age 23 years for women. Table 4 indicates that childhood psychological ill health was independently associated with midlife affective and anxiety disorders after taking into account early adulthood psychological ill health. After adjustment for malaise at age 23 years (model B), internalizing problems at ages 7, 11, and 16 years were associated with 1.5 to 2 times the risk for depressive episode, any GAD, only GAD, and any diagnosis at age 45 years. Externalizing problems at ages 7, 11, and 16 years were associated with 1.5 times the risk for any GAD: a similar association was observed between externalizing at ages 11 and 16 years and only GAD. Risk for any diagnosis was significantly greater for individuals reporting internalizing problems at age 16 years and malaise at 23 years (odds ratio, 2.21, 95% confidence interval, 1.05-4.65, PϽ.05): no other interactions between childhood problems and malaise at age 23 years were observed. No significant sex differences were observed.
Early-onset disorder was not indicative of greater risk for midlifeaffectivedisorder.Internalizingandexternalizingproblems at age 7 years were not differentially associated with midlife affective and anxiety disorder in comparison with the measures at ages 11 years and 16 years. One exception was that externalizing problems at ages 11 and 16 years were associated with only GAD while externalizing at age 7 years was not. The number of childhood problems reported was associated with increased risk for the midlife diagnoses, but risk did not increase significantly with each increase in the number of childhood problems reported. Table 5 indicates that adulthood psychological ill health at ages 23, 33, and 42 years was associated with a 2-to 7-fold increase in risk for midlife affective and anxiety disorder with stronger relationships being observed for the more proximal measures. These associations were only moderately attenuated by adjusting for childhood disorder, suggesting stronger associations for adulthood psychological ill health than for childhood psychological ill health. Associations between malaise at age 23 years and any GAD, only GAD, and any diagnosis were signifi- cantly stronger for men than women; malaise at age 23 years was associated with a 5-to 6-fold increase in risk for midlife disorder for men compared with a 2-to 3-fold increase for women. Risk for all diagnoses increased significantly with each increase in the number of adulthood reports of psychological ill health (PϽ.001): having 2 or more reports of adulthood psychological ill health was associated with an 8-to 9-fold increase in risk for disorder. For any diagnosis, risk was significantly higher for men than women, although both men and women were greatly affected by experiencing malaise 2 or more times in adulthood.
ASSOCIATIONS BETWEEN ADULTHOOD MEASURES OF PSYCHOLOGICAL HEALTH
COMMENT
This study used prospective data over a 45-year period to examine the associations between childhood and early adulthood psychological ill health and affective and anxiety disorders in midlife. As expected, the majority of individuals who had psychological ill health in childhood or early adulthood did not have a diagnosis at age 45 years, which confirms previous studies. [2] [3] [4] [5] However, psychological ill health across the life course was associated with an increased risk of disorder at age 45 years.
ATTRITION
One considerable limitation for longitudinal studies is attrition, and it is likely that the most severely psychologically distressed cohort members have been lost from the study along with those with lower social position, who are more likely to suffer poor psychological health. 51 Loss to follow-up may mean that the associations between psychological health demonstrated in this study are weaker than those that would be observed in the general population. The analyses presented have been weighted by measures of psychological health and social disadvantage across the life course, which should partially compensate for the attrition; however, the associations may still be conservative and should be thought of as indicative rather than definitive. In addition, the associations may be specific to this cohort.
INFLUENCE OF CHILDHOOD VS ADULTHOOD PSYCHOLOGICAL ILL HEALTH ON MIDLIFE DISORDERS
Childhood psychological ill health was associated with 1.5 to 2 times the risk of poor psychological health in early adulthood and midlife. The independent association of childhood psychological ill health with midlife affective and anxiety disorder, after adjustment for early adulthood psychological health, suggests a direct role for childhood problems in the etiology of midlife disorders. Stronger associations were observed between adulthood psychological ill health and midlife affective and anxiety disorders with ill health being associated with a 2-to 7-fold increase in risk for midlife disorder: as expected, stronger associations were observed for the more proximal measures at ages 33 and 42 years. Our study is one of only a few that have been able to examine prospectively whether the risk associated with psychological ill health in childhood persists into midlife. This study confirmed that early adulthood psychological health was associated with both internalizing and externalizing disorders in childhood 6, 14, 17, 18 and extends knowledge by demonstrating that associations of a similar magnitude are observed for psychological ill health in later adulthood. The independent association of childhood problems with midlife disorders supports previous studies that have demonstrated associations between externalizing disorders in adolescence and midlife psychological health. 26, 27, 30 We found no sex difference in these associations, failing to replicate analyses of the 1946 British Birth Cohort, which found associations only for women. 27, 30 The current study has a larger sample and therefore greater power to detect associations, but the variation could reflect genuine differences between the cohorts.
Early adulthood psychological ill health did not moderate the effect of childhood ill health on risk for midlife disorder: experiencing psychological ill health in both childhood and early adulthood did not increase risk for midlife disorder. One exception was that risk for any disorder at age 45 years was significantly greater for individuals reporting both internalizing problems at age 16 years and malaise at age 23 years. These results suggest that persistent internalizing problems in late adolescence and early adulthood are important in the etiology of midlife affective and anxiety disorder and that internalizing problems at age 16 years have a direct effect on midlife disorder, as well as an additional effect moderated by early adulthood psychological ill health. This may reflect the start of a recurrent cycle of internalizing problems for those with life-course susceptibility for affective disorders or the subsequent consequences of poor psychological ill health on education and employment chances in early adulthood.
The difference in magnitude of associations between childhood and adulthood psychological ill health may partly reflect the temporal distance between the measures; however, it may also be indicative of the greater impact of psy- chological ill health in adulthood on risk for midlife disorder. This may reflect a poorer prognosis for psychological ill health in adulthood whereby disorders may be more likely to persist and recur, causing greater impairment and accumulation of negative consequences, which in turn may increase the risk of later adverse outcomes. There may also be a greater impact of individual, family, social, and environmental factors on continuities in psychological health in adulthood and greater continuity of adversity across adulthood. Psychological ill health in childhood may partly reflect a transient developmental stage rather than lifecourse susceptibility for psychological ill health. Alternatively, the transition from childhood to adulthood may allow for an escape from chronic stressors that is less possible within adult life.
CONTINUITY AND SPECIFICITY OF DISORDERS
Overall, internalizing problems in childhood did not show stronger associations than externalizing problems with early adulthood psychological ill health or midlife affective and anxiety disorders. There was homotypic continuity between internalizing disorders in childhood and midlife affective and anxiety disorders, which corroborates previous demonstrations of continuity between internalizing disorders in childhood and early adulthood. 6, 8, [12] [13] [14] [15] This could reflect genetic susceptibility for these disorders, as well as continuity in environmental influences. There was heterotypic continuity between externalizing disorders and midlife anxiety disorders. Externalizing disorders, conduct disorder in particular, have been found to have a strong association with affective and anxiety disorders in early adulthood. 14, 17, 19 Previous studies have only examined the associations in early adulthood; externalizing in childhood may differentially relate to depressive disorders across the life course while associations with anxiety and antisocial behavior may be more consistent.
ONSET, RECURRENCE, AND CHRONICITY
Onset of psychological ill health was not evenly distributed across the life course and occurred in childhood and early adulthood. This suggests that priorities for prevention and recognition should be targeted not only in childhood but into early adulthood as well. Sex differences in onset suggest that there may be sex-specific pathways for the development of psychological ill health. The higher childhood rates for men may reflect a greater susceptibility to influences on psychological health such as low socioeconomic position. 52 While adulthood onset may be partly determined by the persistence of childhood problems, 12, 53 it is also strongly influenced by life events and chronic stressors to which women may be more exposed in adulthood. Women are more vulnerable to the effects of life events on mental health, 28 which may reflect sex differences in social roles that enable men to distance themselves from life events 54 and differences in hormonal exposures and susceptibility to stress. 55 Age at onset of disorder does not contribute to variations in associations between childhood psychological health and midlife disorder: the strength of the associations for measures at ages 7, 11, and 16 years were similar. These findings contradict those of previous studies, suggesting that early-adulthood affective and anxiety disorders are associated with adolescent-onset but not child-onset internalizing problems. 8, 10, 17, 22 It is possible that by midlife, age at onset becomes less influential: poor psychological ill health is predominantly recurrent and it becomes less important whether the first incidence was in childhood or early adulthood. However, some caution is needed in interpreting our results as while at age 7 years we have incidence data reflecting early onset problems, the measures used at ages 11 and 16 years report prevalence and do not take into account previous psychological ill health. This limitation could account for our findings.
There was a dose-response relationship between cumulative psychological ill health in adulthood and risk for midlife diagnosis, which was not observed for childhood psychological ill health. Experiencing psychological distress 2 or 3 times in adulthood was associated with an 8-to 9-fold increase in risk for these disorders in midlife, indicating the powerful effect that recurring, chronic psychological ill health has on risk for affective and anxiety disorders in midlife. These findings confirm a poorer prognosis for individuals with recurrent psychological ill health problems in adulthood. 12, 33 
SEX DIFFERENCES IN PSYCHOLOGICAL HEALTH ACROSS THE LIFE COURSE
Evidence for sex associations between internalizing and externalizing disorders in childhood and adulthood psychological health is equivocal. 17, 18, 20, 28, 30, 56, 57 The current study, the largest to date, found no sex differences between childhood psychological health and the midlife diagnoses. However, internalizing problems at age 7 years showed stronger associations with poor psychological health at age 23 years for women than men, suggesting that women may be more susceptible to the effects of earlyonset internalizing problems in early adulthood than men. In contrast, men may be more susceptible to the effects of poor psychological health in early adulthood as significantly stronger associations were observed between malaise at age 23 years and the midlife diagnoses for men. This increased risk may reflect the consequences of poor psychological health in early adulthood, such as unemployment, reduced educational opportunities, and poorer personal relationships, which may have a greater impact on subsequent mental health for men than women 58 : reduced life chances associated with psychological ill health in early adulthood may place men on a pathway for persistent or recurrent psychological ill health. This finding has important clinical implications as men, who are more vulnerable to poor psychological health in early adulthood, are less likely to seek treatment for psychological disorders than women. 59, 60 Interventions targeting treatment for this group could reduce burden of disease both in early and later adulthood. Interestingly, there were no sex differences in the associations of psychological ill health at ages 33 and 42 years with midlife disorder, suggesting that early adulthood may be a critical period for psychological health for men. To our knowledge, this is the first study to illustrate a greater effect of poor psychological health in early adulthood on midlife psychological health for men.
STRENGTHS AND LIMITATIONS
Prospective studies of this nature offer the best opportunity to understand the links between psychological health outcomes across the life course. This study is one of only a few that are able to examine associations from childhood to midlife, and it is the first to examine psychiatric diagnoses in midlife. As well as attrition, further limitations of the study include an increased risk of type I errors as many nonindependent analyses have been conducted; a lack of data about the recurrence, persistence, and chronicity of psychological ill health; and a lack of information about psychological health problems that emerge between assessments and the consequent incomplete data about the onset of psychological health problems. Both of these latter factors could influ- (REPRINTED) ARCH GEN PSYCHIATRY/ VOL 64, JUNE 2007 ence the strength of the associations between psychological health across the life course.
A final limitation is the comparability of assessments of psychological health across the life course. Psychological symptoms were measured using different scales in childhood and adulthood, and different measures of internalizing and externalizing problems were available at ages 7 and 11 years compared with age 16 years. Differences in the associations for childhood and adulthood ill health could be because of measurement variance between developmental periods. The stronger associations for adulthood psychological health could reflect the greater number of items measured in adulthood compared with the childhood measures. Associations between symptoms and later diagnoses may also differ from those between diagnoses across the life course. Furthermore, the study underestimates life-course psychological ill health as no measures of externalizing behavior in midlife were available: this may be particularly significant for men. While the 1958 British Birth cohort gives a unique opportunity to explore psychological health from early childhood to midlife, the findings need to be replicated by other prospective studies.
CONCLUSIONS
In conclusion, childhood psychological health is an important independent distal factor for midlife affective and anxiety disorder. Adulthood psychological health shows stronger associations with midlife disorders, indicating a poorer prognosis for adulthood than childhood psychological ill health. Men may be more susceptible to the effects of psychological ill health in early adulthood on midlife disorders than women. Age at onset and type of childhood problems do not contribute to variations in associations between childhood and midlife affective and anxiety disorder. The findings suggest that along with targeting primary prevention efforts in childhood and adolescence, 12 targeting prevention, recognition, and treatment efforts in early adulthood, particularly for men, may also significantly reduce the subsequent burden of disease. 
